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Sir: 

I, H. William Bosch, hereby declare and state that: 



I. I am a citizen of the United States, residing at 237 Rodney Circle, Bryn Mawr, PA 



19010. 



2. At the time of events detailed in paragraph 4, infra, I was an employee of Elan 
Drug Delivery, Inc., with ojSlces at 3500 Horizon Drive, King of Prussia, PA 19406. 



3. 

ai^lication. 



I am a co-inventor of the invention disclosed and claimed in the above-referenced 



Q 
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AppL No, 10/697,703 

4. Prior to June 27, 2003, 1 instructed my associates, as part of my supervisory role, 
to prepare nimesulide compositions comprising particles of nimesulide or a salt thereof having an 
effective average particle size of less than 2000 nm and at least one surface stabilizer adsorbed 
on the surface of the particles. My work relating to preparing the nimesulide compositions, 
which occurred prior to June 27, 2003, is documented in the attached exhibits. 

5. As shown in Exhibit A (Notebook No. S822, pages 006-008), the formulation 
comprising S% nimesulide and 1% Plasdone^ S-630 provides a stable nanoparticulate nimesulide 
composition. 

6. As shown in Exhibit B (Notebook No. S822, pages 009-01 1), the formulation 
comprising 5% nimesulide and 1% Plasdone^ S-630 provides a stable nanoparticulate nimesulide 
composition. 

7. As shown in Exhibit C (Notebook No. 5822, pages 012-014), the formulation 
comprising S% nimesulide, 1% Plasdone^ S-630 and 0.2% E>OSS provides a stable 
nanoparticulate nimesulide composition. 

8. As shown in Exhibit D (Notebook No. 5822, pages 015-017), the formulation 
comprising 5% nimesulide, 1% Plasdone® S-630 and 0.05% sodium lauryl sulfate (SLS) 
provides a stable nanoparticulate nimesulide composition. 
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I further declare that all statements made herein of my own knowledge are true 



and that all statements made on infomiation and belief are believed to be true; and further, that 
these statements were made with the knowledge that willful false statements and the like so made 
are pimishable by fine or imprisoimient, or both, under Section 1001 of Title 18 of the United 
States Code and that such willful false statements n[iay jeopardize the validity of the application 
or any patent resulting therefrom. 





H. William Bosch 



.3. 
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IV. Notes 



Milling Time: 




Quantity retailed post-miliu,.: 4^...^ ^ ^^^^ 
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Batch Re cord for Dispersion Technology Milling Procedures 



Name 
Date 




Fonnula 




Continued from page 




IV. Particle Size Data 


Particle Size Analyzer Used 




Standards Measured 





Elapsed Time 



Mean, i 



D50, nm 



D9Q, nm 



Comments 



JJJL 



6b Jfc<r. Xtn/'c^-h. 



Ml. 



I TO 



3ziAL 



Ho 



tin foT< ita'tlB^ 



AL 



1 31 



1 1 1 



6 0 



3lSL 



33 I 



-3 dx^ 



/HO 



33 7 



±Ae. Ssmi/A-hei-x 



M. — ££^_: ^mirAi\\ 



^ ^art-cu^ Sty. -foloip^ ^ ^ 
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Particle Size Stability for Dispersion Technology Formulations 



I; General Information 



Name 


CinruftAn 1='- *V^^ 


Date 




Formulation 


f S^'/o (\)imt^(i,l,ij,. i»f» J -630 


Notebook reference 
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II* Particle Size Data 



1 Particle Size Analyzer Used 




Standards Measured 





Elapsed Time 


Storage 
Conditions 


Mean, nm 


D50, nm 


D90, mn 


Comments 1 




5- 


/^r 










5- 




nf 












HI 


32.2^ 


no Soynr^-^p^ 




•f ^ 


13% 














nL 










— m. 
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Batch Record for Dispersion Technology Milling Procedures 

I. General Informatioii 



Name 




Date 




Formula 




Continued on Page 





n. 



Quantities Dispensed 





Quantity 


Type 


Source 


Lot Number 


Media 


J^Q' (> 








Drug Substance 






Sty mA. 


H^H /Oil 


Stabilizer 


IV> 


S- L30 






Water 










Other 










III. Process Parameters 


Milling Method 1 




Mill Speed 




Temperature | 


^ io 'C. 


IV. Notes 


Milling Time: : ig^ S^,i^ [ 








hiutf i/r..r-h' 








Quantity retained post-milling: ^% L 
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Batch Record for Dispersion Technoiogy Milling Procedures 



Name 
Date 




Formula 




Continued from page 




IV. Pardcle Size Data 


Particle Size Analyzer Used 




Standards Measured 





Elapsed Tinrw 


Mean, nm 


DSO. nm 


D90. nm 


Comments || 




















60 S Jomick-hii^ 






10 


12,01 


-OaZ — Jp/n^ay.^v^ 
















/(I 


Z60 








III 
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(cont. from pg. _^0I ^ ) 



Name 



Date 



Fomuilation 



Notebook reference 



Particle Size Data 
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Batch Record for Dispersion Technology Milling Procedures 

I. General Information 



Name 


Chnstian F. Wertz 


Date 




Fonnula 


5% API, 1% S-630. 0.2% DOSS 


Continued on Page 


Q 13 



11. 



Quantities Dispensed 





Quantity 


Type 


Source 


Lot Number | 


Media 










Drug Substance 


Ji.^ 








Stabilizer 










Water 




pi: 






Other 








Si>oQHI 


III. Process Parameters 


Milling Method 


Dynonull (1 50 cc batch chamber) F915 @ room 205 


Mill Speed 


4200 rpm 


Temperature 


IOC 


IV. Notes 




Short hai^J^ 


! 9 i-o lit Su.mh.l*^ 


















Quantity retained post-i 


Tiilling: 2.til^^ 


( 3o. ^ 'A ) 
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Hatch Record for Dispersion Technology Milling Procedures 



Name 



Date 



Formula 



Continued from page 



Christian F. Were 



5% API. 1% S-630, 0.2% DOSS 



Particle Size Data 




Elapsed 



Time 



JJL 



Mean, nm 



DSO. run 



j_LL 



UJL 



D90. nm 



211- 



Z 1^ 



ConunenU 



AO S ■ trn^^->^*>» 
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Particle Size Stability for Dispersion Technology Formulations 

I. General Information 



Name 


Christian F, Wertz 


Date 




Formulalion 


5% API, 1% S-630, 0.2% DOSS 


Notebook reference 




Continued on page 





n. 



Particle Size Data 



Particle Size Analyzer Used 


HORIBALA-910 (s#: 8514870103D) 


Standards Measured 


Lot #: 22569; mean = ;Zo3 ; Duke Set.; 200 nm standard 



Elapsed Time 


Storage 

Conditions 


Mean, nm 


DSO.nm 


D90. nm 


Conuncnts 1 













1 






— m 


Hi. 
















/to ^yti^^.'hoCt 




















135 


Z31 






5-' C- 




135- 


2.H2. 






















HL 


/■it 












ZC2. 








/a 


















ho SC/%i££rt7^}'^ 























































































0^ 

' Pah' tn '^rHkf *'T:=^ lorvcte'H'y A%\tU^ <V=h/-ST2aL 
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Batch Record for Dispersion Technology Milling Procedures 

L General Information 



Name 


Christian F. Wertz 


Date 




Formula 


5% API. 1% S-630. 0.05% SLS 


Continued on Page 




4. Quantities Dispensed 




Quantity 


Type 


Source 


Lot Number 


Media 


80.6 


Polymill 200 


DOW 


MM001012 


Drug Substance 


4.25 


Nimesulide 


Sigma 


117H1019 


Stabilizer 


0.85 


S-630 


ISP Technology 


ML9000 12974 


Water 


79.86 


H20 


DI 




Other 


0.04 


SLS 






III. Process Parameters 


Milling Method 


Dynomill (1 50 cc batch chamber) F91 5 @ room 205 


Mill Speed 


4200 rpm 


Tenrq>erature 


IOC 


IV. Notes 



Milling Time: f'-i2. Jfurj- bafzAA / f.Zi Sa^f,lz. 



Quantity retained post-milUng: ^ T V ^ 
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Batch Record for Dis persion Technology Milling Procedures 



Nanoe 


II Christian F. Wertz 


Date ■ 


romuiia 


II 3% API, 1% S-630. 0.05% SLS 


Continued from page 1 1 — ^— — — — — _ 



IV. 



Particle Size Data 



II Particle Size Analyzer Used 


HORIBA LA-9I0 (s#: 8514870103D) 1 


|| SUndards Measured 


Lot #: 22569; mean = 24>o ; Duke Sci; 200 un standard | 



Elapsed Time 



Mean, nm 



D50, mn 



D90,nm 



Comments 



JIL. 



2.n 



1^ 



So S Ji>n /^A-Zr^'^ 
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Particle Size Stability for Dispersion Technology Formulations 



Name 


Christian F. Wertz 


Date 




Fomuilation 


5% API. 1% S-630. 0.05% SLS 


Notebook reference 




Continued on page 





Particle Size Analyzer Used 


HORIBA LA.910 (s#: 8S14870103D) 


Standards Measured 


Lot #-.22569; ntean- ; Duke Sci.; 200 nm standard 



Elapsed Time 


Storage 
Conditions 


Mean, tun 


D50, nm 


D90, nm 


Conunents 






1-2.3 






riQ Son tCU^Q'f^ 








/or 












— m. — 








TL- 





— m — 


































12^ 


no 


m — 








teT- 


lot 


lor- 




35" da^ 




Hl 






no Jh^/ri^-h'c^ 








in 
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